Aicardi syndrome (AS), identified first by Jean Aicardi in 1965, is a rare genetic disorder characterized by infantile spasm (IS), corpus callosal agenesis (CCA) and chorioretinal lacunae (CRL). [1, 2] This is a X-linked dominant condition and occurs almost exclusively in females, because of early embryonic lethality in hemizygous males. [2] Cerebral malformations like microgyria, heterotopias, intraventricular cysts and choroid plexus papillomas coexist at times. The other occasional findings are abnormalities of ribs and spine, microphthalmia, optic nerve coloboma and asymmetry of cerebral hemispheres. This is a rare disorder and it has been estimated that there are less than 500 cases worldwide. From India only a few single case reports of AS have been published so far. [3] [4] [5] [6] We now report 5 new cases.
Our purpose in this study is to demonstrate the clinical spectrum Tables 1, 2 and 3 . Denver developmental assessment scale was applied to evaluate the psychomotor milestones attained. [7] All had significant psychomotor retardation [ Table 1 ] and none developed any meaningful speech. Case No. 1 aged 13 years was the only one who could make simple communications with nonverbal gestures. Their epileptic seizures required multiple antiepileptic medications (AED); 100% remission was achieved in case Nos 1 and 5 whose AED included vigabatrin. In case No. 5, seizure stopped completely after vigabatrin was added later to their existing AED [ Table 3 ]. Cerebral Case No. 4 was lost to follow up and case No. 5 died of aspiration pneumonia. Case Nos 1, 2 and 3 were being followed up for the last 3 years. Follow-up electroencephalography (EEG) showed partial improvement in epileptiform activities with improvement in seizure frequency but dissociated burst-suppression pattern persisted. Flash visual evoked potential was performed in two cases; the result was normal in case 1 and bilaterally absent in case 2, both before and after vigabatrin intake.
Discussion
The diagnosis of AS is based upon the classic triad of CCA, CRL and IS. But there is a range of costovertebral, ocular and cerebral abnormalities associated with this disorder.
[2] The cerebral gray-matter heterotopias and other cortical malformations act as epileptogenic foci.
[2] Their seizures typically start in early childhood and are usually intractable. Besides IS, other seizure types are also demonstrated. Dissociated burst-suppression or burst suppression pattern appearing asymmetrically in either cerebral hemisphere is a characteristic EEG finding in AS.
[8] The developmental delay in AS is generally profound, involving both motor and language skills. Chevrie and Aicardi in their analysis of 184 patients of AS observed that none had acquired meaningful speech. [9] But of late a larger spectrum of the disease has been recognized and it had been found that higher functioning AS individuals do exist. [2] Most of the AS cases die at an early age primarily due to aspiration pneumonitis. But some do live into their adolescent years and even in their twenties. [2] Good visual function in AS patients do occur if the fovea is uninvolved with CRL, as was in case No. 1 in our series. Cerebral heterotopias, interhemispheric cysts, optic nerve coloboma, microphthalmia, thoracolumbar kyphoscoliosis present in our patients are the known associated features in AS. Severe psychomotor impairment and absence of meaningful speech noted among our patients had also been noted among the earlier reported Indian cases of AS.
[3]- [6] The seizures were of early onset, intractable and there were multiple seizure types. The two patients in our study who were completely seizure-free were the ones, whose AED included vigabatrin. A recent report observed similar good results with vigabatrin and recommends this as the first-line drug in the treatment of seizure in AS cases. [10] Aicardi syndrome is indeed a rare neurological illness. But as observed from our study and from the earlier case reports, [3] [4] [5] [6] it does exist in our country. Therefore, any female child with recurrent seizure occurring in early childhood should be investigated appropriately to exclude AS. Vigabatrin may be considered among the first-line AED; however, one should keep in mind the risk of retinal toxicity with this medication.
